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(22) Date of application: 14.01.2002 



(54)Title: CHEMOTHERAPEUTIC MICROEMULSION COMPOSITIONS OF 
PACLITAXEL WITH IMPROVED ORAL BIOAVAILABILITY 

(57)Abstract 

Pharmaceutical compositions suitable for oral administration comprising paclitaxel, a solvent, 
a surfactant, a substituted cellulosic polymer, and optionally but preferably a P-glycoprotein 
inhibitor. The composition may further comprise a diglyceride or mixture of diglyceride and 
monoglyceride. The composition generates a supersaturated paclitaxel microemulsion upon 
contact with water resulting in improved oral bioavailability of paclitaxel. 
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[ ft # « 1 1 

a ) 'J Ji + t AS tftf J)Sfift ; 
b )*#J»t:S#Te*#iEJSl!fe#J ; 
c )X*ijtt(ZSa?e«»K;&<fc0 
d )B&<**ifc-tzAP-X*U^-o 
[ II * if 2 ] 

1 b ?L ft u x ^ a ft * 4 1 © M & „ 

[ ft * if 3 ] 10 

«ps^«>t»©ii**i © $ ® „ 

[ ft * H 4 ] 

ME#ESttSJ#tfy**vA4 0^ftt^5/*iK #U*t»A3 SifttT^jl, # U 

^vI^L^VAkS^iMlXxA, VE - TPGS 1 0 0 0. # 

l J* + 5'If I/>7A + AI-tA, So I u to I HS - 1 5, Tago t TO. P 

eg I i co I 6 - *H-K, ^'J^^ylf ^Xf^h, 8*tffc»#y?'J=l 
- Aft ( po I yg I yco I yzed )?'J-b'JKj!rSfc»S;5rSil***i*. It £ 4 

2 OlijCtt. 

i ft * « 5 1 

tuiE^sgtt&Jtftf'jTr + vJ^ o?iftt^v5ft. #y*t>A3 5 « ft t t s> # u 20 

# + 5'I*U>VAK*>Mtt«I*xJl. # □ + 7 - , * V E - TPGS 1 0 0 
0#Sik*»#SljR**li, fi£44©fi/S!»o 

[ ft * if 6 ] 

MfE#EStt&Jff#y**5/A4 0Wfcfc73'tt**:l**U* + 5'A3 5lftt7->»T 

* 4 , at * 11 5 © ,e $ <i „ 
[ it * ii 7 ] 

A^U* + -b;U»#BSIl!tJ(|©««Ji:(yT*'Jii*-bA:J|llBfittffl)/r»1 : 3 # S ft 
1 : 20ST'Tf$5, l««2«)filS». 
[ If # il 8 ] 

A * U * * iz A *J * E S 14 SJ 0) ■ M & ( A" * y * * -b A : # BS S tt 8J ) if » 1 : 5 # £ 30 
1 : 1 ft*il7©fi$!|«So 
[ If # H 9 ] 

fflE*Ktf*yif-u>^y=i-A, 7nt:u>y^-;k i $ ^ - a , yutn-A 

, SUTtfV, ? y P 7 □ - A. , 7P^U>*-*^-S, i>.X?A7-fe*5l<, 5> ;* 
ti * . m*420>&£*. 

[ II * II 1 0 ] 

frM&fftfyi^L^-yyzi-A, 7"pt:u>7yp-A> i * y - a , as ^ * * s 
©S£*/rs&*s#siUR*ft*, ft*49©*&j*«s. 

[ ft * II 1 1 ] 40 

tuM&ffi£./-Aii3«fctftfyi5 1 u>'?yp-A4 o o/rsfc*#yif-u>?yp 
-a©ib^«t**. » * 4 1 o <Dmm®o 

l ft * H 1 2 ] 

MfE©B&£ttfctAP-*#y^-tffcKP*v7'PkA*? 1 AtAP-;MHPMC 
). tl<P^5/7°P^A-bAP-X(HPC), X ? A * 

A P — 7x , 7Ah7t^h l J>, fi«fc^7Ktfl<>#6*4ll*6jl^*n*s ft * 4 2 © 

[ ft * il 1 3 ] 

UE©ll«**it-bAP-^#y^-/fk KP*->7PtJ^f t K P * 

ylfJltAP-^, kKP^v^PtrA-bAP-T., fcJitfX^A-bAP-^tfS** 50 
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s#saR*ti«, » * * 1 2©ffi«» 0 

[ w * II 1 4 ] 

* 1 3 ro te j$ % o 
[ if * if 1 5 ] 

ffiE©ll*SftfcfcAP-7x#U7-fcJiff/f2y***JU;r»50 : 1 # S « 0 . 1 : 
1ST" JzfcT' ll*i|2ff)fiM«. 

[ II * II 1 6 ] 

ffiE©B**ftfcfcAP-3.*U7-««fc^T*y**-feJU;!rtt1 0 : 1 ft S ft 0 . 1 : 

1 ST-rollikT^ftt*, H*i| 1 5 rofi^i. 10 
[ ft * 11 1 7 ] 

mB<Dm&2ftfcii)in-x#ij?-i$&zfrt?v$i*-b.)\,tfm5 ■. 1 # s « 0 . 5 : 1 

ST-J)llikT-#St*, II * il 1 6 0 j£ !» 0 
[ If * H 1 8 ] 

fffB0)B^*tit-tzAP-7>* l J^-tfa»tetC7tc»ttT'$4.if*il2ro,te^^o 
[ft * il 1 9 1 

t K □ + > 7" □ £ A * =S- )l "k Jl, □ - 7. til 1 5 % # 6 3 5 % * T O * S * v )l B A » S3 
*ff«3%#6tt1 5X*T«)kl<n + '>7Pt;AHft*1ft4. H * « 1 4ff)l«1i. 
[ ft * 4 2 0 ] 

t K □ + -> 7" □ t; A * 5 1 Jl, "k A □ - 7. 1 9 % * 6 ft 2 4 % *TO X K + >> S3 20 

*tftt7%#S*l1 2%STJ)tl<P=fv7Pt:Ail!*f t4> ft * * 1 9 0) ft $ » o 

[ if * ii 2 1 ] 

**flL*7*i2j|,*K:***i«, »*ii3(Dta«*. 

[ » * il 2 2 ] 

^^^ntt^P-7N7K l J7-/f7J7 , -b>luat#ttt*, S * 2 
[ II * il 2 3 ] 

i»«ftt-bji,a-^?nu7-ff*rtJHfl)iH3»5%#s 1 o o %s f sists 

, W * il 2 2 0) fi A « . 

[ If * II 2 4 ] 

■ »*ftfc*JUP-*#u-*-j!ra7"-teJUSros*roito5%#s 1 o o%ST«ijSts 30 

> II * il 2 3 0) ilS $ ^ 0 
[ II * II 2 5 ] 

SSCv^UtU KS#fcff*iI2<Dtej£^ = 
[ if * II 2 6 ] 

JfUtUff, 0~3© = «fi-&/f*v;, 8~ 2 20)M!ftft4r-*-«AXa®j]BI&K«* 
fc , If * II 2 5 05 ft A « o 
[ If * II 2 7 ] 

5>yUtU K tf, 1 ~ 2W = Mfi£/r*U, 1 6 - 1 B0>£Xft4?T«ftfta®llBllfiS* 

* tJ , ft * il 2 6 0) ft $ % „ 

[ ft * II 2 8 ] 40 

n * . ft* n 2 5 $ ^ „ 

[ ft * H 2 9 ] 

4sc=E;^jtu i<**t;it#ja2 5 ro $ % 0 

[ ft * H 3 0 ] 

i;^'JtUKtf, 0-3«3 = lfi^?S6. 8-2 2O9JKX««t-«MX«0>flBKK« 

* ti . ft * il 2 9 0) IB A « „ 
[ ft * il 3 1 ] 

=E J V U * U f* if » 1 ~ 2© = Xte-&/f«U. 1 6 - 1 8ro^x*#-r*iexmrofliJi&K 

**fc,«*3l2 9©iaA*. 50 
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[ II * if 3 2 ] 

=e y ^ u -t 'JK/r, =e y # u -r > , t;y;-Ai. a«fcff**is©s£»#s&«s# 
s a 1R * ft « , R$i2 gmlii». 

[ II * if 3 3 ] 

m 6 : ft*^2 90)ftj£!Bzi o 

[ II * II 3 4 ] 

/!^'J>ttA<r»1 OOmg / g m*TBiCaWT#tt«, ft*3t2<7),ftj« 0 
[ II * II 3 5 ] 

V **-\L)lfftt3 1 0 - ft 8 Omg / g TClC8lU#tt5, ft * il 3 4 0) ft 10 
^ o 

[ ft * II 3 6 ] 

A*y**-bJlJiri&3 0~»7 0mg / gm*Tfl)*Cj3^T#ft-r*. ft* il 3 50), ft 
A*J. 
[ ft * H 3 7 ] 

y^'J$!=ft;^«4 0 - *il6 5mg / gm*T©*C»^T#4T*. ft* H 3 60), ft 

Att. 

[ ft * il 3 8 ] 

ttE»nfittM/rtt1 0 0 - » 7 0 Omg / g mST«)lC8l>T#ftT*, B * « 1 fl> 
ft A * o 20 
[ ft * il 3 9 1 

15 IE i§ & # « 1 00~Jfl700mg / g m S TIDll: 8 ^ T#t t * , S*«20)fiA» 
[ II * il 4 0 ] 

SSCP-StMfiSffiSSJfc^fc, S*fl3<0ll/S*. 
[ ft * il 4 1 ] 

P-MfiHIBS#J/r7JU s F*-h, * > £ > , 7 7 > U A , CRK- 1 6 0 5, ->9 
□ 7> 'J > A , 7 A S , * ^ * V 7 i > , tly>, AJU * # # - , SDZPSC8 
33, GF120918(GG918 ,GW0918), T h □ ^ V - A , 7" V 7 U > 7n 
, 7> 7 P 7s 2 - - 15, R101933, OC144-093 , IU APT-f 7v 30 

7n P ^ 'f V > , RS - 3 3 2 9 5 ■ 1 98, MS-209, XR9576, <fc 7 i 7 
f-75>>#S<K«»#S51R*ti«, ft* il 4 0 0) ft j$ . 
[ ft * II 4 2 ] 

BUIEP -«SfiJIIB**JjF5'?n7>#y>ATS*, ft* il 4 1 0) ft j£ ^ 0 
[ ft * il 4 3 ] 

ft J« * <D M IE V 7 P 7. * U > A # 0 . 1 - tt 2 Omg / k g||#l«TOl?S« 
, ft*i! 4 20)ft^!fel„ 
[ ft * H 4 4 ] 

#®SttSJ#*'J**V^4 0Mfc^V», #y*ti'A3 5iftk7'>tt, * U * * 
ylf l/>Vil/t!$i>Ii8l7,fik # □ * "9- "7 - . £ * £ > E - TPGS 1 0 0 0, 40 
tfy^vI^L^T'JI/^./l/I-xJl/, SolutolHS-15, Tagot TO, 
Peg I i co I 6-tfUI-h, ^y^=1r^I5 1 U>XxLx-K, fiitffiSnt* 

y ? y □ - ji, -ft ? y -tz y i<#sifc*»*saiR*ft ; tnii* ntt^p-x*^ 

-tftl<P^v7°P^>l|,^5 1 ^-ti^P-7.( HPMC), t KP + S'rnt^tJlP-X 
(HPC), tKPfvIfitAP-^, TAhrt^h^, <B 

*tf#t:i<>#s»*»/P6aiR*ti*, 1*41 roftja^o 

[ ft * H 4 5 ] 

JHgtt«*#'J*+5')l4 0«<fcfc^5'»eJiff#y3t*3'JU3 5lftt7y»#6% 

*H#6iMiR*n;^j«tf7Kui5 1 ^>^y □ - ^ » rpti/>yj:-jk 1 5i 7 - ji 

, d3«feO c ^*i60))'l^!i#6**SI*63M«*n; ; 5-LTB^^nt-tzAP-7>^y^- 50 
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fft ^P + yrPtJ^f tKPfv/PtJUilP-^, tKP^vI 

f - A-fc □ - 7. , »«fcff*fJU-tzJI,P-*#Sfc*«#SiliR**l«, ff*iI4 4©i61j£ 

w. 

[ II * II 4 6 ] 

# E S SJ y * * v Jl, 3 5iftt7'>i*T«U ; ^Htftv'JIf U>^'J3-AtI 
^y--)KDS^»T«U ; tbTlI*nttlP-X*U7-tf t KP + v/ PfJ^ 

fAt^p-^7«4, H*Ji4 5ro*a^i|fto 

[ If * H 4 7 ] 

ssc^^uty i<«tt\ w*ii4 5©*&/S!&„ 

[ ft * II 4 8 ] 10 

5? ? y -t u i<#^yizyjU5?*n-h7**» ft * ji 4 7 © *i $ % „ 

[ ft * II 4 9 ] 

, ffiB*#«5&S**fc*©£ft: 

a )/T9U**-t2j|,Qft:¥S&n(=»jfttt*ftt 

b )*»Jlfit:S#T***iEgtt»K 

c )K*jfftt:9#-7««&*. i)3 «fc 

[ ft * 4 5 0 ] 

fi # • * © 1JIB A $ 'J * * -l* Jl, © * j8T IS 1 0 ~ ft 8 Omg / g * T T « * , ■ * 4 9© 20 
[ If * il 5 1 ] 

fijS«*©flJIBA$'J**-bJI,©*/rtt3 0 ~®7 Omg / gSTT'SS, S # « 5 0© 
[ ft * il 5 2 ] 

fi/S«*©1tlBA$y**-feJl©«Jjr»4 0~»6 5mg / glTT'$5, 1*45 1© 
[ ft * il 5 3 ] 

SEa*»#iSi:?fiJtU l< * * ti , »*iI4 9 © £ & . 

[ If # II 5 4 ] 30 

t»Efcj**tf*sc:^y*y-teyi«**e, »#Ji5 3©;&a. 

[ If * II 5 5 ] 

fi^i^Wy^JfJ ^^y^'JtiJ Mllikff^9 : 1 - tt 6 : 4STT"$4, II 

# 4 5 4 © 15 a . 
[ II * II 5 6 ] 

[ W * II 5 7 ] 

[ ft * II 5 8 ] 

SEP - «aania*#jtf5/^P7.*y>A, * =e * v 7 1 > , 40 

7Iy5 1 7v>fi<fea s; e■n6©^l^!|«^lSt»lla■^*p-Slgfi«PI«g'J^s^*llA , s 
«K* *i* , m$« 5 s ro^a = 
[ ft * n 5 9 ] 

ffij£^ + ©BUfBP - St § G ft PI « $J ft 0 . 1 ~ ft 2 Omg / k g«f*l«TOlTt 
ft* H 5 
[ ft * H 6 0 ] 

t^PtyrPtJ^fAi:JlP-^/f«1 ~ ft 1 0 0 , 0 0 0 c p s£T'©*!itt»EH« 

■ * * 1 4 © $ % „ 

[ ft * II 6 1 ] 

t^Pty/PtJUfAtAP-Afffil - ft 4 , 0 0 0 c p sSTIDSittffilStt 50 
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Z s W * II 6 0 ® £ A 11 . 
[ II * II 6 2 ] 

n\<n*5/7n£)ix : f-)iiz)in-7>ff2 2 0 8 £ t b 2 9 1 0 a t- $ *> , m # « 1 403 
[ if * 11 6 3 ] 

■ »**itizAP-7.# l j-7-tf*«fflaftia**-p«*» 11 * g 2 1 a la A * . 
[ if * II 6 4 ] 

*T*>iT»taft*tt**^i;«. m * 11 1 © *§ a t&i » 

10 

[0001] 

*awB-«c«pS4»t»©ft**ft*ija)iii#j» ti/T*u*ftascit/T^ 
j|,&*0*-aSfii{ta»&jEii-*-«. 

[ W S ft AS ] 
[ 0 0 0 2 ] 

A^U* + -bJI/B#««©j&*©3t*t>t:Bqr**it«fRttu:*«i»^^aift#J-c**. I, 
A' U , A$U5^fcABtt»A©Jfcfc©S«fcte*BI&»*A»**£fc/r6#f!tC** 
14 tfffi < ( - 1 Op g / m I ). **i*pH«*CJi»JKft«J:fcJ!fC*4^tft» A 9 

© * » » b » # M S: % ( i v loittoAll, . *fflStt««JiDf*iiaW(tfcjitf 20 
, •>5Pf^^h l J>)0«Si:Iil>Ttt. £ S C . K$U5r + -bA©«Pife*J|t» 

V * W o 
[ 0 0 0 3 ] 

^B£W#Jirtift%( I V ) © A ? U * * * SI SJ © - o B , B r i s t 0 I - Mye r 

s/Squ i bbCJHJ^V-A(Taxo I ) ( ) 5)Ip d p« T'lUI* ftl U 
So * + V-JM»»i*«) BA*U>ttA6nio / m I . » n £ & ftj ( C r emo p 

ho r EL, *'JI S=f yJMtt7y» ) 527mg / m I, & & & M^X $ S - ){, 4 

9.7%(v/v)**C. £©«»JB5% ^ KOSStBO . 9% N a C I & C 

^ * 5 - 2 ofs<D#t€«itu, *©a»*rtftAc*vjjii#ca3i*n*. * * v - 30 

A«ffl + 0«W»**MO*:», &MfcS*i3?&SM(,ftJ1 35 - 1 70mg / m 2 ) * 

g«?*fc*iiE#c*«©§i8Jj!f r K:5<i*is = A*?y**-tJi,o*«m*B«**ifc 

fcll&gfc^ + V-ASiSJtroC r emo p h o r E L©MB#*M«< ( 8 8mg 
Cremophor EL/mg A ? U * * t ^ ) > ^ L T C © ^ in #J A ? 'J 2 * "tz 

tCtttSttit*, SSC, A ? U * * -fc © C r emo p ho r / I * J - Jl SL M 
B£A*T****fcifcJ8l^ *L,TMm*#LJfc»£, IK o#5)tel«T'Bffiitt 
©tt««i#JB«*ft*CtfelB»StiTW*. ft X J£ © C r emo p h o r « * fc A ? U 
**-fe;UfcA*©*»£*j&Cm-**S**1t«B Agharkar et a I . © 
KHttft tt 5,504,102-t tZ Btii-rct^T-SSo 40 
[ 0 0 0 4 ] 

A * U * * * / c r emo p h o r IJj5)IS*l#ffl«I|0?%t»l:, 1*1* Lli 
OBtuSSilSJ;^ / £ fc B 2 4 0$ £ T- © A ? U S * 1z A © £ ,^ W £ A W & S C * 
* . L # L , a6CtelBiL<^fT$§. fc fc B\ ftWftAMBB**C^flET 

K*fcB3&«^*t:**#ftieW3Sft-r«t»» « ffl # # # « . H*iz. M & B SI * © 
[ 0 0 0 5 ] 

Canetta et a I . (O^ISrpgS , 6 4 1 , 8 0 3 ^ tt 50 



(7) 



JP 2004-520398 A 2004. 7. 8 



<fclj,ft]1 3 5mg / m 2 <D A° ? U S * t * ? * o Z <D £ £ B > » « 

H 2 -S#tt«tt*T*#*B}*kH*4::fc*&Hfc**. 
[ 0 0 0 6 ] 

^1HS| 6 , 136 , 8 4 6^33«fcff6 , 319 , 9 4 3 § tt , A^^ttJk * £ 

, <fc v m m » c s e x- € * „ si*jL*jBj«T**fi«tt©w»ft*j**twT*'j**-tz 

JLagnM#J*M*ls. Rl 3$ ft SJ B - « 5£ : R1COOR2 , R1CONR, « «fe R 1 
COR2**T«RT»ft#Jj!rSJ&;«»#S3HR*ti, ::tR 1 B ft * tt C 3 - C5 07 
;U » > , 7JU$->*fcB7JU*>?*iK J ebTR2H:||7jcttgB»T-a»U, CCT-RT^ft 
8JBpKaff,ft6*SCfcS*^<fcdtIiIift£*ia„ * B # I* H 6 , 1 36 , 8 4 6 tt 10 

6 , 3 1 9 , 9 4 a^CFI/Tv^ntifiEttWA'^^ + tJKDlgBS - 2 0 m 
g / g T- & 2> „ 
[ 0 0 0 7 ] 

Rahman et al . (PXl^fF^S , 6 4 B , 0 9 0 ? B . ja*fl)S^SJ&JSa 

SfrdfcftiifcffiL, tLTJf«tCB;Iliak*i:ttJST*:k/fTe«u#y-A 
c^**ityt^uii*i2ji/*tB*©ftM*ttR»#*ii*-r*. U # y - a b ? u * 

[ 0 0 0 8 ] 

Rahman et al.W*Bftff»5,424.073^ B . U#V-A»«*f» 

, * A 5? * U £ > , ;T2U5r*1zJI,a«fcff*MttC5STe«*ir'J7 , *#ti. 'J * V - 20 

ACS*ftfcyt*U**teJI,*fcB*©KBS§1tB*tt*IB*-r«. U*V-A»rt#» 

A B IE , ISttttftCStSiTZlttfTt*. U rt V - A B A $ U * * -b JH3 Ji 0 * 

[ 0 0 0 9 ] 

Reszka et al . 0)¥a^ff^ 6 , 0 9 0 , 9 5 5 ^ H: 

CJ;««l^*»*«^t*, B«K/T*y* + -fcW*Sfc*Urty-AU:fi*tifcA* 

u**isjnij***ii*t*. smifflj&icitts/^'j^tAir 
izAflso*#»*»«fl9ii»ftJiif, »^CJiy«o*«fcii*^fttt*:z:*is©«fflu: 

St%, U * y - A B IB K , M & ft tt tt K , t^;7-fiJ;Cf=lr1"J7l#6%%o 'J * V 30 
-ACM*#ilfc/T2U**-ti;UB, KE^Kft*tBI-PVyUftC«fe»j«Jfi*ti«^ 
fc /f 4$ ft X- $ 4 . 
[0010] 

Straubinger et al . <D*g%rFjg5,4 1 4,869^ B , '3> fc < t 
1 5? * -9- > , 4SffC 1 J»±©JiK:fir«l,fcy>re*»*tf 1 ± © » tt -f > ( t4 

I^lttl : 9-7 : 3*TOikTJl»«U>J!i«aSJitfJRtt-f*>y>IISJl**tJ. A 
*U>ttJlB1 . 5-8 . 0 ; E^A--tz>h**+l->*tH?£-r*„ II«»IR»l: 
$=lft>eiStS41,\ 0 . 0 2 5 - 1 0 5^P>STJ)A?44tt5lf J)»ttT 40 
t^l l J>BIIro-TBy*A7 7fyJl3 l J> > tftfeS JA?^ 'J t>TS% 

[001 1 ] 

Boni et al.P3KBfttt«5.683.715^ B 'J#y-A**-tf->«SJ« 
IS I/, ^ £ T U * y - A m ft B * 7. 7 7 5 1 V =1 U > T cfc U ; Jin 6 <D ft #J B JS C 11 -a 

[0012] 

B i sse r yO^B^fF^S , 728 , 687-^ B . B £ & £. <D %k m <0 *> O 'J> < 
tt 1 ^»ft«)»«l»l:tffl»*JItll**ftttt/T^ l Jii + -t!j|,*tB> + Vf-At 
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[0013] 

Desai et al . fl^lffffS , 0 9 6 , 3 3 1 § tt , 5? * > 0) i n v i 

75>ro*3&»#*£*a£tt#»fc&K:ill*J**i*. & A * B , H « W C c r emo 
p h o rStSf, tftC«toT#«lJl«S&*t*Cfc/rT*4. 
[0014] 

B i sse r vroKH^fFHIS , 908 , 8 3 5 § tt . 7 > K 7 * -f 7 y > SIS * Hi ft t 

* * o 

[0015] 

Gr i ns taf f © * B 45 fF H 5 , 665 , 382-%fe^tf4 , 498 , 4 2 1 §B ffi 

h © * £ s # 1 om *aro#u ;i» + csttiiJi/f*^*ntis»a««*ii* 
o . ± si ? *> „ >>iab, van* ^««*tf#u«»©ji5»^#a^tt»i4# 

S 4 U , *ft6©-«-'<TB3/iJI/*}B«-r»fc»C««*ftt7.JU7t K U » * * * * 
= K*)JBtt8*!l«l*<. ^SJ)l^ntSf*Sg0)S©Ufft#-oi-$5. 
[0016] 

Desai et al . (0^llffi 5 ,9 1 6, 5 9 6 ^6«tff5 ,4 3 9,6 8 6 20 

3>«t-bEaiiA**ii7t«. # y 7 - b , 3>AA7<fi<tt^cjiij*«*nt«a 

K, $*, * 'J^7^ ^tfct* 'Jtt*?ft«. I7A3>a>tt>**tlilI»Vfft 
[0017] 

, IJ fl= ffl <!> * < , §5:£14ffa&#£*i> *UT*W«P4«*ttJfilfflll**t*» a * u 
[0018] 

[0019] 

*»iS©J3!l©BttB, g^CDilS&Sl^&tt®* i n v i v o X- £ * Hi * . A° 7 'J * * "tz 
^ a * * © * * fc E Kfi * • * »« T * C fc T « V , * ti C «fc IJ A 7 y $ * * A 

[ 0 0 2 0 ] 

*SsjroawiflSB, «£©«fcV«5©fc»©*»S©A7y**-lzJI,**tJE*a*» 
[ 0 0 2 1 ] 

*»*©*scH©s»B,ai*J*«5*ft***©H*ffl**yii>*<T*;:fcL:** 

[ 0 0 2 2 ] 

BJ»T©fc©**fcgERft»<*aj»*©»ttTA2US^fcA©E*art**«tt** 



40 
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b ) m$\toc%i®T-2 

c )«#J»CS#Te*#iEJg*fe*K <I3 «fc 
d )B&£*ifc-tzAP-7>tfU^-o 
[ 0 0 2 3 ] 

m^b, 7j<sti*iffl^o)<fca*7j<ttj«KizBi$n*t, iB^ftL, attains? 
c a x . fcja»B*sc5??u-tzu K*ti*5>yuizu i<a*ffT;^ytu k <o m £ 

tt « * b . ^tt^WlB, ft 1 OOmg / g*T*CCt#T«*. 

x- 2 * „ *s«©»$ui^ib*'ji? l u>^ i j3-a ( p e g * us ) . r p t: u > ? 

U =1 - )V , I$;-Jk *JfcB*ftS«>ffl**«*ti. # S U # ffl S 14 SJ B * 'J * v 
;M OUttTJ-ift ( C r eno p h 0 r RH40 (SSBI) ) » #'J*tS'A3 5 
f7^»(Cremophor EL ( gglf ) ) . #UI5 t U>VMi*>ffite»I 

A ( #UVAt-h ) , *Pt»7-(PI uron i cs) , SJ;tft$5>E- 
TPGS 1 0 0 0 SI*. *kJff*L.W#ffiStt«BCremophor E L ( SgB 
« ) T * * . *»«©l&jS**©A$U**-t2j|,»Cr emopho r©*54JHigtt 20 
8J 0) tt B , - ft C 1 : 2 0 * *J <l> * < . * *l B ffi $ » * . #SS14SJ<020»a)1«fc»J^ 

tk « L. t , !^**<D*i>l,fc#Iig14»iJa>*B, C r emo p h o r C * U §l * jB C * 

a )/T*U5HffcW*fcB*©l«tt# 

b )l6 3JWlcM#T'SSj#!«, 

c ) IS 8J W C M # T- S * # ® S 14 SJ , <I3 <fc 

d)BSl£ftfc-tzAP-A#LJ-?-. 30 
[ 0 0 2 4 ] 

*ftH0&jx*i*, i 3 ?l •ft % * « m t- * * o *Biffl»-ettfl!T*- i a sub * * « *j ■ 

kl^JSIIB. * > £ A 3t , AH!*, *fcB£IKroilli*ro«fc3fc + #fc*tt«Kfc 

l«lt. *B8««-C-fcffl1-3" A I 1 1 S " B > ft 0 . 1 5M »fttS l J'5A*t* 
, !5pH2Oft0 . 0 1M * ffc B£ © M % C «fc U £ L" fc I ^Jl, 5> a 

>*tB7'ff PI7JI/i?a>'>S(DASiB, -«C5 0 0 nmttT, HT!fSL< 
B15 0nm&~FT**. 
[ 0 0 2 5 ] 

#»Wfl>/ , C$'J$»*-tz;Ufi/Jl»B, -JSC 1 0 Omg / g m * T» » USKBftl 0 ~ 8 40 
Omg / gmST', A Uff*l/< Bft 3 0 - 7 O m g / gmJSTC, *l,T*SC«fc»J# 
$L<B?S 4 0 - 6 5mg / gm*Tfl>*fl>7f?y$»*-fc;HE*fc;:fcj!fce*. 
[ 0 0 2 6 ] 

*»«Clfl4I#lflSC8#T**»Itt, t;'JIfb>^U3-iKPEG 3 0 0 , 4 
0 0. 6 0 OftifroP E Gli ) , rPKI/>f i$;-ik ^'JtP-Jk 

il-f VVJUf ^ N-X*JI,fc:PU5>./>, *tB*ftS03S^**-tfc.*»W©Jf* 

l. ^ » jk b » 1/>^ijd-A( peg**), 7Pti,>^j:-jk i s y - 

. *tB*#is©s£***fc. fcj***c#£**»iWroi8«B, - * c « 1 o o ~ 

ft700mg/g*T", t U!f S K Bfi 2 5 0 - S9 4 0 0 m g / g S 50 



(10) 



JP 2004-520398 A 2004. 7. 8 



[ 0 0 2 7 ] 

* a m c m « * x 8J n c a m r- € * # ® g tt sj b , * y # * S' 4 o«flsty^»(i»H 

=gCremophor RH40 (S«ffl«)fcLTitJR), *^ + vl3 5 t7vift 
(Alter enopho r EL(»»W«)fcl'Tifr*), #'J**'>If l/>VA 
K>>UtlIXfA(#yVA^-S), T - ( P I u r on i cs ) , t! Jr 

^ > E - TPGS 1 000 ( VE - TPGS 1 000 ) , #U:t*5>I*U>7JI»*JH 

- x A , S o I u t o I H S - 1 5 , T a g a t TO, Peg I i co I 

- h , /f'J^ + ylf U>7tU-S. * fc B » 'J ? y □ - JMfc ? "J * y k * * t) # 

-c * > tt # a s tt #j t- $ y , ^ftsroT^TBmjsarftTi**. »*Lwi!Liastt#jB. 

*U**5'jl4 0«flSt75'»( Cr emopho r RH40 ( £ A ffi * ) ) , # y * 
=fvA3 5iftt7yi(H»^Cr emopho r EL ( £ & i§ 41 ) ) , # y * 5> 
I^U>V;it:3r>IBJtt«I7.x^(#UVA^-h), # □ * * T - ( P I u r on i 
c s ) , & &Zf¥5S.>E - TPGS 1 0 0 0 £ # fc „ fi««+C#ftr*»i5SSttaiJ© 
18 ft B , -»C«1 0 0 ~»7 0 Omg / gST, HTjfSL<tt» 3 0 0 - »5 0 0 
m g / g S T T $ 5 . 
[ 0 0 2 8 ] 

* IS HE 0) «i A « * 0) . # 'J I h * v A it fc 7 v 5ft 0) * o * * m JS tfe C » T * A" ? ij * * 
-tz A© fi » £k B , HTffSU<B1 : 3-1 : 2 0 OH, t L T ^ IJ j? S L < tt 1 : 5 

- 1 : 1 0 05 W T $ * „ *»«©l^il*»7t$y**1zJU©*Cifc«L.fc#yiS*5' 
JKK t 1 -> » 05 5 B , * + V- ^ U#»»Jffi ix. 

[ 0 0 2 9 ] 

*ElBI»Tttffl*** ■ &*ftfcizAP-7.#y^-" tl^fflStt. i>*<ttp<S + 
fl>S#€*f**-tzJI,P-*#y7-*£*. * * 93 # S B , AHii(SGF ) 05 «fc o 

■ **ftfc-teJUP-3.#y^-B±fB<DJ;5U:a(lBl,. *LT*fflffl#T-BfcSif£" £ 

A fls fa * 8J " tLiat. i/tfn, *§8B£05fflj*^B^*<fcfcio05B&«*ftfc-tz 

AP-X*U7-*tfi. # £ U < B , ■»**i36:-lrAP-^*'J^-BJi«»C:*»tt 
T-$%o titt^P-X^UT-roflt LIB, t K □ * 

S'T'P^JUX^JUzAP-JM HPMC ) , t KP + i/rPtfJUzAP-^ ( HPC ) , 
X f - A 1* P - 7. , tKP + ^IfAtJLP-^, ^Ahf + XhUV, <fc £ l< > 

¥ tf S ft * . JUJ # * O < B , ■ **ftfc-fc < JUP-7.#y7-B, HPMC, HPC, 
tKP + i'If X ? At P - 7 , »«fe^*tfl<>T«*. * S C «fc U # 

SL<tt, II4titt^P-^*'J7-BH PMCTS*. 
[ 0 0 3 0 ] 

*«»Clk»lfi«*ttTSSlfl*HPMC8B, fl it B , Me t hoce I ( £ £ ft «E 
)(Dow Chemical. Co.)d3<fctfMetolose(£&ftg)(Sh 
in-Etsu Chemical. Co . ) tl^SSa^T'Af f |T'$4. 
[ 0 0 3 1 ] 

T'fiffl ft H PMCtt*nil/f«2% ( w / w ) ffSU<ttfi 1 ~ 

ttl 0 0 , 0 0 0 cps0)*!iS«#-r%o fiftlJ)HPMC*'J7-tfjifj!U». * * 2 
*OlI? 3 - 5 0 0 c p sSTCltr|S*tHPMCil?iJ7-/ffc^ttifSU>. 
[ 0 0 3 2 ] 

HPMC*'J7-tt, ■bJUP-Xtt*±©BJ8iir*ftfcl<P*5'JU»fl>. XS=FvM8 

* t ^p + ^rptrju t i<p*^rpt:;nisitfi>/inf 

« C -D ft T » HSftfeHPMCB*fK»C*Ua*ttC»*. H P H C* U7-BU 1 5 
% ~ ,#J 3 5 % £ T' , *U»*ly<Btt19%-«3 0%*T, * LT t i t tf S K B 
$11 9%-ft24%STB^S + 5'AISSfl/ l t L T ifi 3 % - 15 1 5 %S f , £ U 
Sl/<tt»4%-«1 2 % * T , tl/TtittjfSL<BJ97%-St|1 2 % * T 0) t K 
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[ 0 0 3 3 ] 

^ttjfSUiHPMCJ)«tLTtt, * * T- * U T - il g 2 % © ±§ £ , ft 1 - 1 0 
0 , 0 0 0 c p sST»)lfSISIt5HPMC 2 2 0 8 & & If 2 9 1 0 fl # # tf S ft 
£ o ttJbttfftl/UHPMCfltt, HPMCltf*tf 2%(w/w) J)f^, «2 
8%~ 3 0 % £ I s © * S * V Jl, B & <fc ft 7 % ~ ft 1 2 %$T'0)tl KP + yyPtAI 
^$/TnU, tl/T*tTlS2 ~ 4 0 0 0 c p s*T©fcr#fc*!i***iT*2 9 1 0T$ 

* = 

[ 0 0 3 4 ] 

iz)in-7,#ij?-tt*m®<n&&mm*cmm*j\s<&mM[sTVT : tb&<. * * u b 10 

■ **ftfciz^P-*#U7-Ba7*-lzJl»©J*#fcLT#fel,TfcJi<. £ £ T * » E 

ttAP-^/KU^-ttiSfrtC^fiUftl^, srtAItfHPMCStfc. A7tA 
MB$?£L<Bfcfct:H P M C # 6 4 * . 
[ 0 0 3 5 ] 

■ **ftt-bJI/P-7.#U-7-B. *ttJgRTfi«««#^T«t*, £KtiC:S*©% 
JK&*0/*fcBl£a ft *fcBE***©L: + #fc«T#fc**. *^*ffl 

» c a x ■ *Kttc**©ifc«ajitf/*fcB|g*ft*ifi*-r«- ©c + #fc«fcB> 

*3S#S**©iltJ8*16tf«» I6tf5 ( s I ow). PI»-r*£fcB®Si+*( de I 

a y ) tftCZ. 8J;J / *fcB*j*lsfcS4l#££AK*tt?©«rt«tttf«. * 3t B a 20 

StBIStiS ( r e t a r d ) , StttlfitiS ( de I ay ) tft C + 
MS****. B&£ftfc-t2jl,P-7x7Ky^-a©*#l»fc&MB, fcffltSHttftfc 

#y v -ma *v j\2 y »*ii)im&to xmnn ton 

7ntK'J7-©*B, WTCEIflfXhlCtinRSl/, *ftSB*fcAttl8*#'J7 
-M*tB*'J^-0Dfi^*/f2|s»W(D^#tt<i:|§** + ©eS^I!aS9JfclxT#fflT?* 

f^h I : 

A . *U7-J*»**T*a7-tz;HlS*ft*H» *fcB*7-fcJHli*ftfcJBtt©KI*fiJ* 
ft?AHMi$( SGF ) * C ft A , SGF 1 0 0 nrl C "3 € ft 1 g ~ ft 2 g 3: T* © $& $ «l 30 

[ 0 0 3 6 ] 

B . S £ ^ £ ft 3 7 °C © £ S £ « £ b , I USP24 )««ffll / T4ll > 

7 5 r p m T* ? * „ 

c . <j>%< ttmn <\ 5 * /r , a»»4i*BJiij*»©i*±«>ftAT» 

07U3-KtJHl/, ttitfO . 8 M m Ve r sapo r (Sitj§#)J!£#-3# 
SlAc r od i sc (gMS)v'J>^7-r^*-£SLTiR3lffijl-r*o 
[ 0 0 3 7 ] 

D . aftB#HCft©« . 

E .M*©K*«SB*a«<*;?p-7h?77<r-( HPLC ) t«ffll/T«£T4. 40 
[ 0 0 3 8 ] 

f .j^hB, *u?-*»*A<J*^BK»«#Jt:j|fl(St:««ll/tlk*«#Jt:Ji»J^ 

J±M3J * T- B * U If U > ? U P - A C * = K tt S »j * © * U 7 - A * 7 iz 

JH«3S»t UT^fttSi^^ J±«»#J + T-Bii7 ; f>H£&-r« = 
[ 0 0 3 9 ] 

G . 6E^M^S*©m?S4'roS«lgS/i , '/KUT-«#**^hbRSSJS*rolS>S*©Sig 

* »J K H*«»J*cfc£**#y^-*#BAilli**©«*©ifc*«Jiff/ 

*tBte*^*SIKttCia*-r«tJ!.«:*ft*. 
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H PMC5)J;a%fiaftEi9J8, M8J - * C » * © tt 1 % ~ $ 2 0 

% S T" , jfSKtt»1%-»1 5 %S f, fUTtTtfcjfSL<tt«5U-8l 0 % 

t^tts. - * c , a*m*<o»*aisff±#-«-*fc, ttate & 

*tz«feU^<roizAP-7>^U^-* r ^gt*ti*ztlz^*„ - « c , -b □ - 7. * U 
7-tIltt»50 : 1 - tt 0 . 1 : 1ST, * * L < B tt 1 0 : 1 ~ t9 0 . 1 : 1ST 
, tl/T*UJIF(!l/<ltft5 : 1 ~ 19 0 . 5 : 1*T©«*ifcT#ft**. 
[ 0 0 4 1 ] 

*Elffl»C««**«fc3fcl&SflSlfi**JfcLT©HPMC©ttfflB, # » £ C , * U T H 
«»C/T^'J ji*1sJH)tt¥Billfl!itlf I/. *LT**CilP«5T*fca*l,< 

»wn#ffl*5ieiBj:rct#»»fl)iiiiiStt#jfl!>**jlSTJ:t*RrilBCT«. 10 

[ 0 0 4 2 ] 

*»W©ftli»*firt*BJSlT©fc©**fc : 

a ) 1 OOmg / g *T OiC/^ 'J * + t A* t B t ©Ift# ; 
b ) &J 1 00~$700mg / g*T©m©X#JH[=S#Te«tttt; 
c ) » 1 0 0 - 15 7 0 Omg / g*T©M©K*JttCS#T***Iigl!fe»J ; fccfctf 
d ) » 1 0~» 3 0 0mg / g tTfllBlit ftttAD-X*^-. 
[ 0 0 4 3 ] 

JfF*l/Wi«CaWT. *»«©fi**BttT©t.©**fc : 

a ) 1 OOmg / g STOlo;^ 'J Ji^tJ^tlif DHafls ; 

b ) * y 1 * u > * y □ - ji, ( peg jr ft ) . rai;i/>fu:-A, x * y - % st 20 

BtftSOa^i#S44»#SI«*ft4. SSJ»C5ST*«»JR ; 
c ) *'J^ + yA4 OKtt^vift, #U*t>A3 51ftt7>j|li(, rt 'J + 3> I * 
\*> S J VttiWtX7>T)l* P * ^ ? - > 8<tfft$S>E - TPGS 1 0 0 0 * 

64*8# 6 iM *R £ tl * , m9J»t:g#T**#lig1t9J ; 8 * 

d ) HPMC, HPC, -X 5 1 JU >»U □ — X > tKDt">If At)l»P-X, 33 # £ h< 
>#S4t*#SI««ftt, H**ftfc-teJH3-7.J!Ky7-. 
[ 0 0 4 4 ] 

*»91Cgatt©EX&j£4IB, S S C 5> ? 'J * 'J ^ttty^Ut'J K»J;tf^ytfy-fe 

, 0-3O2mf«U, 8~22ft***f*«***©JBte»**Cfc©T«*. V 30 
?y*y l<fcJ;tf^y?y * 'J !<©*:*©««* l»ffi«©flfclxTB, a 7 y JU ■ , a 7 

y > K , 7 , 5 | j>1, suxf >S, y^uf >8, 7 1 j7 i j>S 1 * n - k , 
K»«fetf^yyy-izUKc:***i*i»]ifi«tt, *n-Ka*ffu/-;i»©*3i:, 1 

- 2©2«,££ffi&tJ, 1 6 - 1 8**©K*at#T*^t<fff*l,y. »*H»S>f 

utu Kss>*i/-r>, 3>'j;-ai, stB5>;i-u-f>a*tf5>yy-;uK©8'&»T 

*it6Jf*UW5>^Jty l*l*5>*l/'f>T**. fftuwtyf yty KB? 
y * u -r > , =e y y y - *jfcB^y#u-r>a«fcff^yyy-AX©s£-*TS* 

[ 0 0 4 5 ] 40 

*»*©T'<Tey | ji!'j kb»»t*«, ms©*sc*uiijSTe*. s> ? y -tz y t< 
as*ff=Ey?y-tzy i<0ffl£-*Ba«fcffi**ifcTfl«ros??y-tzy M^tfty^'jt'j 
i<*3a^-r*i:fccjiu. *L<Bhy^y-byi<©ai*»*cjiij % sttts^ut 

'J K . H<lt?fiJt'J l«tyyisP-At©I7.xA*»&J6E:JiiJ«jfiT*j:fc/f 
T* * o 
[ 0 0 4 6 ] 

ffi ffl "T * *§ £ . Tyyut'J Kff#tlyftWl^»fi*ti|ifl3>yutU k. s t b a m 

iHv^utu Kfijitf^y^y-ty i< © s £ » b » iaj8tt©ttaic*t-«-«aittT 

» -BC«10*-«90**T, #*KBtt4 0%~«7 0%*T. * L T * U S 

L<»i95 o % ~ m 6 o % * t t « * . 9f uty Ka*tf^y?y-by k © s « * id 50 
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J* » * T tt JB * « *£ , v^Jt'J l< *J =E y ? 'J -fc U K 0 ■ M J± ( v^UtU K : 
y-bUK)B#*ly<l*»9 : 1 ~.^6 : 4 * T T * * . 
[ 0 0 4 7 ] 

^s%cttfl©jfc*ro*»«©M»B*scp-»safm**J**^t*Tfc«fci,t 
o p-«asKia**j*«fl!-r*fc. a 7 u * * t ji, b * u t * ? < <b i» ro & ibi * a it b 

, LfctfoT±#ffiiRlI<fcUfc J ( ! >?<iRiK£ft*o 
[ 0 0 4 8 ] 

l/t/mff*l/Vl*C«ltT, *ftE<D*l/a*BJ8lTrofc©**tJ : 
a ) /T* "J **-b A 
b )S9J»tS#T«*#®att9J; 
c )l£3Jl$£g#T-3*5$j«; 
d ) ■Sl*ftJfc-tzAP-7.# l J7 - ; <B «fc 
e ) P - * 5 & ft £ * #J . 
[ 0 0 4 9 ] 

a©ff*uw««ca^T, ± ib © p -siaiitsjstfcffl^iiiiscv^'j-k'j 

KSttty^U-t'J l<B*fft;ifiJtU l< 0) >1 £ % £ # /t T- I* T <fc 1/ „ 

- ftSfiftfiftMB* * S # SI 5 , 9 6 8 , 9 7 2 ^8i 
#6 , 0 2 8 , 0 5 4 ^CEt4n%t,«)T$?> 0 P-ftSaftlfift-aiJfcLTttfflTe* 

<t £ «s as * tf p - »saft« + #cifl»-r*fc»C4&Bfc*ft**©jid4fls£-»©*B 

* B 4$ ft III 6 , 0 2 8 , 0 5 4^CE«©*ft«JiDf¥JiC*U«l8-*-*i:fc/rTe*. 

* H # ffF £ 5 , 968 , 9 7 2 ^8iff6 , 028 , 0 5 4 ^0) H S4#tt#HtLT* 
MltlffltJ. *»*0fi«**T*ifflfciff*mP -HlfilifSJroeitLTB 
, 7Af*-h, * ^ > * > , 7 7 > 3 A , CPK- 1 605, 5/?P7.tfU>A, * 7 
ASA, * =E * 7 i > > ^Zi?>, A ^ 7. # # - A ( va I spoda r ) , SDZP 
SC 8 3 3 , GF 1 209 1 8 (GG9 1 8 , GW09 1 8 ), T S □ T V - )l , 7° V 7 
l/>^(Psoralens),X5PA$- 15, R 1 0 1 9 3 3 , OC144-0 
93 , IU^P7^->>, 7y^P7^>>, R S - 3 3 2 9 5 - 1 98, MS - 209 

, XR9 5 7 6, 7 i>f 7i?>tf#if sns. p-MfiftiBftaijB***©^* 1 ;* 

*tAliJ***C:IS0 . 1 ~ fc) 2 0 m g / kgttft*T©«T»fi*&*ft*. $1 A » C & 

Kfc*n* p -msefHis&jrojittftfcmB, «ffl-r*^#w*p - *sa a spinas 
«fcff&**ft*jii#©ftft©«fc5&H*K:tt#**o 

[ 0 0 5 0 ] 

stittJbP-^TH'j^-, i3«fe^«^c«feU2?^yty K3=fcB5>?y-tzu k as =e 

ftfc»5*B» »»ro«*a*C**J, fct*«&«-tf75 1 >7J7 , -tzA3J, *tBHi7 

f->»rizju#j©ji3»HfaT«»jJBc«a-r*cttf-ee*. aoi«Ttt, -t )i □ - 
x# l J7-B*«»*l'i:ii«nr, h PMC^/iz^ro^aiUz^p-x 

[ 0 0 5 1 ] 

T'S*„ ttittf, fcjS***t.l,<B*-t£7?>a7*-fe;U, St(*te©,^Pffl9J»HS 
ff*0S«fca7-lz < Mfc*f*k tt^tfif7f>StBHPMCSffflt 

sct/fi-s*. ± ie * ? n , HPMCBHiittt:&jgw«ftS-9-«*£. ft is * * 0 
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it (mg/g) 



/-^ y ?3H?/W 5 7. 2 

ftE^zn^y-^ 15 2. 1 

PEG-400 152.1 

Cremophor EL 400 

U /l^ Z/ir U^i— h 19 0 

H PMC — E 5 4 7. 6 

£-ft- 10 0 0 
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* (mg/g) 



/^•J^i?^ 5 7 

Mfa^Z 15 1. 5 

PEG-4 0 0 1 5 1.5 

Cremophor EL 400 

^V-fc y /Uv^Wn- h 19 0 

H PMC — E 5 50 
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ft (mg/g) 

/^iJ^dH?^ 6 0 
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y $ dr-tr/u 6 5 
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*(mg/g) 
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2 » ( B )TB. rPJR©* + V- ^(Sftffi«)»l»JtfttPa^*tlt. * 3 » ( C ) T 

b . ±CHPMC«it<««4i,»:t«JHt 1 ll^csiftacifiut;^^ 

U**-b;Ufl>»*B1 Omg / k gT"$ot„ H2TB, H P M C 5t fcSl«! 3 OfiM 
Itt, H P M C l*£ftl&A4ft ( Hffifl 6 ) ©«8J©4£^ Cmax(,^13ng/ 

nrt ) C J± ® 3 0 0 n g / rri 09 K C m a xT*f#*iRiR**-r. It ffi « 3 © M !» 
TBCmaxWt92 0ft©fllX/f«»**i» t Li:*ltt H P M C(D#|Cg@t « . rfr 
JR©5« + V-;U(«»1S«) BJgPS%*tlt*^. "f # & 2 6 n g / rrl ( ^ 2 © Bgf 
)©Cmax«/^U, C4aB^IS^©ilia^i|aT-^Snt : t.ro©^1 / 1 0 T' $ £ „ 
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U.S. Patent Nos. 5.665.3S2 and 4.498.421 toOrinstaff disclose and claim pharmaceutical 

i i i 11 li i i i i 1 1J whose ci 

sectional dimension is no greater than lOu. The shell i fa bi p it i 

groups that are cross-linked to form the shell. The pharmaceutical agent is any one ot a 
i II ! 1 i i(-i'UjilIs. 



U.S. Patent Nos. 5.916.596 and 5 .43 9.686 to Desai et. al. disclose pharmaceutical 
compositions comprising emulsions of polymer-encapsulated pharmaceutical agents 

i I I i I [ 1 I 

polypeptide or polynucleic acid cross-linked by disulfide bonds. The emulsion is any one of a 
wide variety of organic solvents. 
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OF THE INVENTION 



till another object of the present Invention is to provide pharmaceutical 
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WO 02/064132 PCT/nS02/'(l045(7 

Tha paclitaxc] c mpositi I i i 1 i i i pac.ittxel generally in ar 
amount lip to at it 103 n ferably iron i i i lit 80 mg/gm, more 

preferably from about 30 to 70 mg/gm, and even more prefer ably from about 40 mg/gm to 



injluda polvarliYlcna yhoal :"RF tl; <cnay-. pivipvlana ,dvo.;L ed ano! nr.: 
about 700 mg/ganu pi 1 i i 1 250 to ibout 400 mg/g. 



rili * I 1 I I i ' ll li I nania 

1 raiophra RHiDO I. piilynsyl 1-1 ,- :M oi ml (sold umla the Iia.a- mMK Cicliupaoi bL*), 
|-,-l> -,'■:>> iliyle.ne ',or lilim I ,ll> i-uil aster, ![ .f>ly,< .rkilr s ', p.-,l.,x;,i ir rv , Eli in mi . y , vilami 1 1 I - 



III ll li I I 

(Pluionics), and vitamin E-TPGS 1000. The total amount of the surfactant present in 
uinipusifiiin _s yniL-ial'y ii .iin ulu.iii Jd in Hi 71)11 uia/y. and preferably from aboi 

about 500 mg/g. 
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Examples of the more preferred HP.MC include HPMC types 2208 and 2910 which have i 
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[ u i hn_ (il ] >I\<> ] 4li | i y t 1 1 | x li li n 1 i I 

polyoxyethylene sorbitan fatty acid esters, poloxamers, VE-TPGS 1000, polyoxyethy]ene 
nlkylcUurs.Sol„i, ; | HS-l.r T: t «;il TO. I'.^henK) nlcutc, polvoxyrthyle-ie stcr.ites, and 
sii'.-.iKLtcJ pr;ly:j]ycnlyzed glycerldes. 



selected from the group 
1 i i I il | 1 1 'i I i I '.'LiMur l.jI. 

and VE-TPGS 1000. 



hi toup sitioi J I i I i i i I It 
i I Ir i i t u r >il 



h£\vei2lr raii.M>rpi.cluawl m 
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